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Box No. II Priority 



Sfc »e Priority claim has not been considered because the International Searching Authority 
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Si a n S f° n P f th< ? earlier application. This opinion, has nevertheless been established on the 
assumption that the relevant date (Rules 43bfe.1 and 64.1) is the claimed priority date 



2. □ 



2?h£S?. ,2?J5 ^o^!?^ 38 * ff n °, priority had been claime d ^e to the fact that the priority claim 
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filing date indicated above is considered to be the relevant date. 
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obvious), or to be industnally applicable have not been examined in respect of: 

□ the entire international application, 
S claims Nos. 1-7 

because: 

E dS^^XJSSXi^ 9 ^^^ 1 ' 7 ^late to the following subject matter which 
aoes not require an international preliminary examination (specify): 

see separate sheet 

D !££?OT on ' Claims °1 drawin 9 s O'^icate particular elements below) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

° ootid be 1 formed id C ' aimS N ° S ' S ° inadequate| y supported by the description that no meaningful opinion 

□ no international search report has been established for the whole application or for said claims Nos. 
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the written form □ has not been furnished 
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Industrial applicability (IA) 
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Re Item III. 

1 .1 Claims 1 -7 relate to subject-matter considered by this Authority to be covered by the 
provision of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with respect to 
the industrial applicability of the subject-matter of these claims (Art. 34(4)(a)(l) PCT). 



Re Item V. 



1 Reference is made to the following documents: 

D1 : WO 03/089649 A (OXFORD BIOMEDICA LIMITED; KINGSMAN, SUSAN; 
CARROLL, MILES; MYERS, KEV) 30 October 2003 (2003-1 0-30) 

D2 : WO 96/41865 A (ARIAD GENE THERAPEUTICS, INC; CLACKSON, TIMOTHY; 
HOLT, DENNIS, A; GILM) 27 December 1996 (1996-12-27) 

D3 : WO 94/18317 A (THE BOARD OF TRUSTEES OF THE LELAND STANFORD 
JUNIO; PRESIDENT AND FELL) 18 August 1994 (1994-08-18) 



2 INDEPENDENT CLAIMS 1, 8 and 1 1 



2.1 The present application does not meet the criteria of Article 33(1) PCT, because the 
subject-matter of claims 1 and 8 is not new in the sense of Article 33(2) PCT. Document 
D1 discloses an expression vector comprising an ami no-terminal tag sequence and a 
signal sequence operably linked to a nucleotide sequence of interest, where the 
amino-terminal tag sequence is inserted between the signal sequence and the nucleotide 
sequence of interest which is a tumour associated antigen (TAA 5T4), characterised as 
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membrane protein. Constructs for a membrane-bound protein are made which were 
cloned in pIRES-STAR vector and transiently transfected into CHO cells and expression of 
h5T4 detected by immuno-staining of fixed cells with an anti-myc antibody (Examples 1-3, 
Fig. 1-4). 

Therefore, a method of generating tethered extracellular domains of transmembrane 
proteins comprising: (a) preparing an expression vector comprising a 5' signal sequence, a 
purification epitope tag, a sequence coding for the extracellular domain of a membrane 
protein and a 3' anchor sequence, and transfecting mammalian cells with said expression 
vector to generate anchor tethered protein targeted to the extracellular domain of a plasma 
membrane does already exists. 



2.2 The present application does not meet the criteria of Article 33(1 ) PCT, because the 
subject-matter of claims 1 and 1 1 is not new in the sense of Article 33(2) PCT. Document 
D2 discloses configurations for biological switches and provides new methods and 
materials useful for regulating biological events in animal cells. The invention involves 
recombinant DNA constructs comprising DNA sequences derived from sequences 
encoding the proteins FRAP, Tori , Tor2 and other proteins capable of binding to 
FKBP:rapamycin. The products can be used for regulating biological events such as gene 
transcription and activation of an intracellular signal transduction pathway. Furthermore D2 
describes the cloning of the cytoplasmic domain of a receptor tyrosine kinase into the Xbal 
site of pCMFR series or pCMF series of vectors and the cotransfection into Cos-1 cells by 
lipofection (page 1 00, lines 1 6-page 1 01 , lines 27). 

The plasmids pCMF1 1/2/3.HA respectively pCMFR1/2/3.Flag have the following features: 
a myristoylation domain and a HA, respectively a Flag epitope tag and a Xbal site in 
between, into which the cytoplasmic domain of a receptor protein was cloned. 

Therefore, a method of generating tethered extracellular domains of transmembrane 
proteins comprising: (a) preparing an expression vector comprising a 5' myristoylation 
encoding sequence, a sequence coding for the intracellular domain of a membrane protein 
and a 3' purification epitope tag, and transfecting mammalian cells with said expression 
vector to generate myristoylated tethered protein targeted to the intracellular domain of a 
plasma membrane does already exists. 
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2.2 The present application does not meet the criteria of Article 33(1 ) PCT, because the 
subject-matter of claims 1 and 1 1 is not new in the sense of Article 33(2) PCT. Document 
D3 developed a general procedure for the regulated (inducible) dimerization or 
oligomerization of intracellular proteins. A DNA construct is disclosed which encodes a 
chimeric protein comprising (a) at least one receptor domain, capable of binding to a 
selected ligand, fused to (b) a heterologous additional protein domain capable of initiating 
a biological process upon exposure to the ligand, the ligand being capable of binding to 2 
or more chimeric protein molecules. A chimeric cDNA has been prepared consisting of 
three FKBP12 domains fused to the cytoplasmic signalling domain of the Fas antigen and 
stably transfected as MC3FE construct (M=myristoylation domain of Scr, C= cyclophilin 
domain, F= cytoplasmic tail of Fas, E= influenza haemagglutinin (flu) epitope tag) in Jurkat 
T cells. 

Therefore, a method of generating tethered extracellular domains of transmembrane 
proteins comprising: (a) preparing an expression vector comprising a 5' myristoylation 
encoding sequence, a sequence coding for the intracellular domain of a membrane protein 
and a 3' purification epitope tag, and transfecting mammalian cells with said expression 
vector to generate myristoylated tethered protein targeted to the intracellular domain of a 
plasma membrane does already exists. 



3 DEPENDENT CLAIMS 2-5 AND 9 

Dependent claims 2-5 and 9 do not contain any features which, in combination with the 
features of any claim to which they refer, meet the requirements of the PCT in respect of 
novelty and/or inventive step (Article 33(2) and (3) PCT). 
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